SUMMARY To investigate whether the fragile X syndrome is associated with a generalised chromosomal instability, we compared the frequency and distribution of chromosomal breakage in lymphocytes grown in low folate medium from normal subjects and from patients with the syndrome. Although low folate conditions increased the rate of chromosome breakage, no difference in frequency or distribution of chromosomal breakage was found between the two groups. This suggests that the fragile X syndrome is not associated with a generalised chromosome instability expressed in folate deficient medium and assessed in terms of chromosomal breakage.
The initial observation by Lubs' that a fragile site on the long arm of the X chromosome is associated with one form of X linked mental retardation has recently been confirmed by numerous laboratories.2-6 However, using the identification criteria and culture conditions originally described by Sutherland, 7 quite variable frequencies of expression (ranging from 2 to 56 % in affected hemizygous males and 0 to 28% in obligate heterozygous females) have been reported. These low folate culture conditions have also been shown to result in the variable expression of several autosomal fragile sites. 7 The nature and the mechanism of the factors underlying this variability of expression of fragile sites remain unknown. Because 17 24 25 This may perhaps reflect the fact that in males, 200 metaphases carry 200 rather than 400 X chromosomes. In normal females, it is not cerLain whether the chromosomal lesions we found on the X chromosome meet the criteria for the definition of fragile sites.4 We therefore suggest the term 'pseudo-fragile X' to designate these lesions on the X chromosome in the absence of any familial evidence.
Thus it is clear that the expression of the fragile site on the X chromosome is a quantitative phenomenon and that every laboratory must set up its own control standards. We have ourselves suggested that a frequency above or equal to 1 % in males and 2 % in females may indicate a positive diagnosis.'9
In conclusion, our study indicated that folic acid deficient medium significantly increases the expression of spontaneous chromosome breakage and demonstrated that the fragile X syndrome is not associated with a general chromosomal instability expressed spontaneously and assessed in terms of chromosome breakage. 
